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The death of a cognitively impaired patient with catastrophic antiphospholipid  
antibody syndrome showed the importance of avoiding invasive surgery and focusing  

anticoagulation management on measures that avoid triggers.

A
dvanced psychiatric illness 
and dementia create a wide 
range of barriers to health 
care. These patients are un-

able to provide reliable details with 
respect to their illness or even discuss 
basic features of their medical history, 
forcing providers to rely on contribu-
tions from caregiver reports and med-
ical records. Confounding the limits 
on medical information, physical 
examinations are often abbreviated 
or completely refused because of the 
patient’s distrust, discomfort, or delu-
sion. Over time, the involvement of 
consulting services may amplify the 
impact of these barriers as the need 
for diagnostic and therapeutic inter-
ventions emerge. Meanwhile, this 
delay in definitive management opens 
a window of risk for deterioration, in 
which patients cannot be relied on to 
report important clinical changes. 

This case report describes a pa-
tient with significant cognitive dys-
function who developed a rare and 

devastating complication of a hema-
tologic disorder. As the case illus-
trates, transferring a patient from the 
psychiatric ward to Internal Medicine 
(IM) can create unique diagnostic 
and management challenges.

CASE REPORT
A 64-year-old man developed he-
matochezia after having been hospi-
talized in a locked psychiatric ward 
for the preceding 6 months follow-
ing a suicide attempt. The episode 
of hematochezia occurred while 
on anticoagulation treatment with 
warfarin for chronic lower extrem-
ity deep venous thrombosis (DVT), 
which prompted the IM consultation. 
The patient’s past medical history was 
notable for dementia, hypothyroid-
ism, Crohn disease, and primary scle-
rosing cholangitis. 

The IM Consult Service recom-
mended holding anticoagulation 
therapy and reversing the coagu-
lopathy with vitamin K. The patient’s 

stool returned hemoccult and toxin 
positive for Clostridium difficile 
(C difficile). The hematochezia was 
attributed to the infection with C dif-
ficile in the setting of anticoagulation. 
Oral metronidazole was started. He-
moglobin remained stable without 
further episodes of bleeding. Seven 
days after the episode of hematoche-
zia, the patient experienced worsen-
ing generalized pain and new skin 
findings. He was transferred to the 
general medical ward for further 
management.

The patient’s medical records re-
vealed early cognitive decline with 
recommendations for supervised resi-
dential care as early as age 59 years. 
An extensive neurocognitive assess-
ment indicated a diagnosis of seman-
tic dementia. He also had a history of 
recurrent DVT with anticoagulation 
therapy for > 10 years with no prior 
workup for a hypercoagulable state. 
A recent baseline mental status re-
port described a childlike demeanor, 
profound global speech deficits with 
marked difficulty understanding even 
basic medical concepts (eg, the need 
for a peripheral intravenous cathe-
ter), and generalized anxiety disorder 
complicated by hyperesthesia. The 
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patient frequently refused physical 
examinations and blood draws as a 
result. He devoted himself to simple 
puzzles of kittens and puppies.

Vital signs were normal as were the 
head and neck, pulmonary, cardiac, 
and abdominal examinations. The 
patient’s neurocognitive examination 
was remarkable for his dependence on 
instrumental activities of daily living, 
global aphasia, impaired short- and 
long-term recall, and poor judgment. 
He scored 21 out of 30 on a recent 
mini-mental state examination: fail-
ure to achieve 3-word recall; disori-
entation to month, season, hospital, 
and county; and an inability to write a 
sentence or identify a pen. Otherwise, 
he had fluent speech, facial symmetry, 
intact strength and sensation through-
out, and normal reflexes. 

A skin examination revealed dif-
fuse tender subcutaneous lesions. 
The largest lesion was about 5 cm, 
located in the left anterolateral thigh. 
Smaller lesions of about 1 cm were 
noted in the abdominal wall, right 
thigh, and bilateral upper extremi-
ties. An exquisitely tender, well-de-
marcated 20-cm elliptical lesion with 
central necrosis and an erythematous 
border developed in the left axilla the 

following day (Figure 1A). Pain lim-
ited adduction of the left arm.

The initial laboratory evaluation 
demonstrated a stable hemoglobin 
level of 11.1 g/dL, a platelet count of 
128 k/mL, and no leukocytosis. Elec-
trolytes and renal indexes were nor-
mal. D-dimer and fibrin split products 
were > 10,000 ng/mL and 20 mg/mL, 
respectively. Fibrinogen level was 351 
mg/dL. The prothrombin time and 
international normalized ratio were 
15.1 seconds and 1.4, respectively. 
The activated partial thromboplastin 
time (aPTT) was measured at 40 sec-
onds. High sensitivity C-reactive pro-
tein was 4.59. Recent head imaging 
included a brain magnetic resonance 
imaging (MRI) notable for enlarged 
sulci and ventricles with temporal 
predominance. Positron emission to-
mography (PET) brain imaging was 
significant for diffuse hypometabo-
lism in bilateral parietal and temporal 
lobes with preservation of sensorimo-
tor and occipital cortexes. There was 
no clear radiographic evidence of ce-
rebral embolic phenomenon or focal 
cerebrovascular events.

Enoxaparin treatment was initiated 
for a suspected hypercoagulable state. 
Ceftriaxone was administered for a 

urinary tract infection (UTI). Despite 
premedication, the bedside biopsy of 
his necrotic skin lesion was aborted 
due to severe anxiety and generalized 
somatic pain. A surgical excisional bi-
opsy was thus obtained under general 
anesthesia. Enoxaparin was held the 
night before and the morning of sur-
gery. There were no immediate com-
plications related to the biopsy, and 
malignancy was not seen on intra- 
operative frozen sections.

Generalized somatic pain per-
sisted the morning after the surgi-
cal biopsy, but the patient remained 
clinically unchanged. An hour later, 
he was found unresponsive with no 
pulse. Despite extensive resuscitative 
efforts, the patient died.

POSTMORTEM
There was a high index of suspicion 
for a hemostatic perturbation given 
the skin findings and recent ma-
nipulation of anticoagulation with a 
prior thrombotic event. The axillary 
lesion closely resembled warfarin-
related skin necrosis. Management 
included enoxaparin with support-
ive care, pending definitive patho-
logic findings. 

Postmortem examination con-

Figures 1A (left) and 1B (right). Left Axillary Skin Lesion.
The left axillary skin lesion appeared macroscopically black and firm. Histology demonstrated confluent necro-
sis of the skin, papillary dermis, and reticular dermis consistent with dry gangrene.
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firmed diffuse multiorgan involve-
ment similar to the process seen in 
the thigh biopsy. Ischemic injury sec-
ondary to small vessel microthrombi 
were evident in the skin, subcutane-
ous fat, large bowel, urinary bladder, 
and associated pericystic fat (Figure 
1B). Interpretation of the surgical 
thigh biopsy became available after 
the patient died. It demonstrated in-
farcted fat with fat necrosis and hem-
orrhage (Figure 2).

The results of the laboratory inves-
tigations for thrombophilia also came 
back after the patient died. A potent 
lupus anticoagulant (LA) was demon-
strated. It manifested primarily in the 
intrinsic pathway as a strongly posi-
tive LA-sensitive-aPTT (delta time 
= 20.5 seconds) assay with a weakly 
positive dilute Russell’s viper venom 
time assay. The antigenic specificity 
of the LA antibodies was not uncov-
ered, as the plasma levels of both IgM 
and IgG anticardiolipin and anti-β2-
glycoprotein-I antibodies were within 
the reference range. Factor (F) II and 
FV genotyping revealed wild-type FV, 
and the prothrombin gene G20210A 
was without mutation. 

Assays for plasma levels of protein 
S and antithrombin activity were also 
normal, which excluded deficien-
cies in these proteins. The assay for 
protein C activity was slightly de-

creased. This may have exacerbated 
the hemostatic imbalance caused by 
the LA, as the FVII level had nor-
malized. However, the etiology of 
the protein C deficiency is not clear. 
Considerations include (1) a warfarin 
disequilibrium state due to the dis-
continuation of oral anticoagulation 
and institution of vitamin K ther-
apy; (2) an epiphenomenon resulting 
from active thromboses; or (3) a pos-
sible hereditary protein C deficiency.

The definitive diagnosis of the cat-
astrophic antiphospholipid antibody 
(APA) syndrome relies on multiorgan 
failure in < 1 week, histopathologic 
evidence of small vessel thrombosis, 
and a positive LA.1 The study patient 
fulfilled these criteria (Table).

DISCUSSION
Catastrophic progression of APA syn-
drome is an infrequent and devastat-
ing complication of this autoimmune 
disorder with a mortality rate of nearly 
50%.1 Antiphospholipid antibody 
syndrome typically presents with 
thromboses of the larger vessels, and 
it more commonly affects the venous 
system.  In contrast, diffuse small ves-
sel thromboses underlie the patho-
genesis of catastrophic APA syndrome 
(CAPS).2 This catastrophic progres-
sion occurs in < 1 out of 100 patients 
with the APA syndrome, more fre-

quently in women (69%), and over 
an age range of 7 decades (mean 38 
years).2 A case series analysis identi-
fied older age (aged > 36 years), his-
tory of systemic lupus erythematous, 
and broader organ involvement as 
prognostic indicators of a poor out-
come. Better outcomes are associated 
with thrombocytopenia and antico-
agulation treatment. However, gender 
did not influence mortality.3

Prevention is key to APA manage-
ment, given the lack of efficacious 
treatment.2 Preventive measures are 
focused on avoiding triggers and ag-
gressively treating those triggers that 
may arise. Possible triggers in this 
case included cessation of anticoag-
ulation due to hematochezia and in 
anticipation of surgery, infection (C 
difficile colitis, suspected necrotic skin 
wound super infection, and a UTI), 
and biopsy-related trauma. 

Initial clinical stability in this pa-
tient with abrupt decompensation 
along with pending laboratory and 
pathology results limited the oppor-
tunity for more aggressive therapeu-
tic intervention for CAPS. Moreover, 
the relative sparing of the cardiopul-
monary and renal systems contrasted 
with the more classical systemic in-
volvement usually seen in CAPS. Sec-
ond-line therapies for CAPS include 
plasma exchange and high-dose ste-
roids.2 Third-line therapeutics include 
immunosuppressive agents, such as 
cyclophosphamide.2 

The rapid decompensation, de-
scribed on postoperative day 1, after 
a low-risk surgical biopsy highlights 
the importance of perioperative care 
in patients with this autoimmune 
condition. Following a review of 
surgical cases, Erkan and colleagues 
concluded that standard antithrom-
botic regimens for general and ortho-
pedic surgery are likely to undertreat 
patients with APA syndrome.4 They 
recommend the following guidelines 

Figure 2. Septal Panniculitis 
of the Left Thigh. Infarcted  
subcutaneous fatty tissue with 
microthrombi present within 
small arteries (A) and veins (V).  
Thickened fibrotic septa  
between fat (F) lobules  
containing minimal  
inflammation were present  
running in association with  
thrombosed vessels 
morphologically consistent  
with a sterile septal panniculitis.
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in place of standard antithrombotic 
management: preoperative platelet 
count > 100 k/µL, higher thresh-
old before proceeding with surgery/
interventional procedures, limiting 
intravascular manipulations, and 
minimizing periods without antico-
agulation therapy.4 

A case report of a 31-year-old fe-
male undergoing mitral valve replace-
ment complicated postoperatively by 
CAPS-associated biventricular fail-
ure, despite preoperative transition of 
warfarin to unfractionated heparin, 
illustrates this significant periopera-
tive risk.5 Evidence-based guidelines 
recommend holding enoxaparin  
24 hours before surgery and 24 hours 
after invasive procedures in patients 
requiring bridging anticoagulation 
therapy.6

Treatment of the patient in this 
case was complicated by his cogni-
tive impairment. Dementia is a less 
common but well-documented con-
sequence of APA syndrome. A case 
review of 28 patients with the APA 
syndrome and dementia suggests an 
early onset of cognitive decline with 
a mean age of 49 years. There may be 
no clear preceding history of stroke 
in > 50% of patients.7 Interestingly, 
dementia followed initial manifes-
tations of disease by an average of  
3.5 years, even in some patients re-
ceiving anticoagulation therapy.7 

A nuclear medicine study of 22 
patients with APA syndrome and 
mild neuropsychiatric symptoms 
demonstrated a 73% incidence of 
cerebral hypoperfusion (55% dif-
fuse and 18% local) based on PET 
imaging despite unremarkable MRI 
findings.8 Extended periods of hy-
poperfusion secondary to arterial 
thromboses in the temporal and pari-
etal lobes may have been the primary 
etiology for dementia in this case. As 
such, the coexistence of neurologic 
abnormalities and a hypercoagulabil-

ity state warrants a thorough diag-
nostic workup for similar disorders, 
despite the higher prevalence of de-
mentia in advanced age.

Unfortunately, this patient’s cog-
nitive disorder prevented a timely 
and less invasive bedside biopsy 
and required a surgical biopsy 
for which anticoagulation therapy 
was interrupted. A less invasive bi-
opsy and timelier laboratory find-
ings may have avoided triggers, 
including trauma from the surgi-
cal biopsy and interruptions in  
anticoagulation therapy, which may 
have contributed to the onset of 
CAPS.   ●
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Table. Diagnosis of Catastrophic APA Syndrome
Criteria Required for  
Diagnosis of Catastrophic  
APA Syndrome

Evidence to Support Diagnosis  
of Catastrophic APA Syndrome  
in Patient

Evidence of involvement of  
   ≥ 3 organs

Skin necrosis, fat necrosis, ischemic  
   necrosis of the bowel, ischemic  
   necrosis of the urinary bladder

Development of  
   manifestations  
   simultaneously or < 1 wk

Subacute deterioration > 1 wk after  
   initial skin necrosis identified

Confirmation by  
   histopathology 

Microthrombi in diffuse small vessels

Laboratory confirmation  
   of APAs

Strongly positive LA-sensitive–aPTT  
   confirmatory assay

APA = antiphospholipid antibody; LA-sensitive-aPTT = lupus anticoagulant-sensitive–activated partial 
thromboplastin time.


